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World Patents Index 
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FORIS renamed to SOFIS 
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CA/CAplus enhanced with pre- 1907 records from Chemisches 










Zentralblatt 
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BEILSTEIN updated with new compounds 
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Derwent Indian patent publication number format enhanced 
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WPIX enhanced with XML display format 
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SEPTEMBER 2007: CURRENT WINDOWS VERSION IS V8 . 2 , 



CURRENT MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 19 SEPTEMBER 2007. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of .IPC 8 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

************************************ 
STN maintenance downtime to be extended 



The normal maintenance downtime for STN will be extended on December 
15. STN will be unavailable beginning Saturday, December 15, at 17:00 
U.S. Eastern Standard Time until Sunday, December 16, at 01:00. 

The normal schedule for STN maintenance downtime (22:00 to 01:00) will 
resume on December 22 . 
* *********************************** 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** STN Columbus *************** 
FILE 'HOME' ENTERED AT 17:14:41 ON 12 DEC 2007 
=> file reg 

COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 0.21 

FILE 1 REGISTRY 1 ENTERED AT 17:14:58 ON 12 DEC 2007 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 
COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 11 DEC 2 0 07 HIGHEST RN 957570-32-0 
DICTIONARY FILE UPDATES: 11 DEC 2007 HIGHEST RN 957570-32-0 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 29, 2007 

Please note that search- term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ support /stngen/stndoc /properties . html 

=> s 730962-81-9 

LI 1 730962-81-9 

(730962-81-9/RN) 

= > d 11 

LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2 0 07 ACS on STN 

RN 730962-81-9 REGISTRY 

ED Entered STN: 2 3 Aug 2 0 04 

CN Phenol, 5- [ (5S) -5-ethyl-7, 8 -dimethoxy-4 -methyl- 5H- 2 , 3 -benzodiazepin- 1-yl] - 

2-methoxy- (CA INDEX NAME) 
OTHER NAMES: 

CN (S) -1- (3-Hydroxy-4-methoxyphenyl) -4 -methyl - 5 - ethyl- 7 , 8 -dimethoxy- 5H- 2 , 3- 

benzodiazepine 
FS STEREOSEARCH 
MF C21 H24 N2 04 



TOTAL 
SESSION 
0.21 



SR CA 

LC STN Files: CA, CAPLUS , TOXCENTER, US PAT FULL 
Absolute stereochemistry. 




OMe 



OMe 



OMe 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

3 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> s 730962-81-9/cn 

L2 0 730962-81-9/CN 

=> s 730962-81-9/rn 

L3 1 730962-81-9/RN 

= > d 13 

L3 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2007 ACS on STN 

RN 730962-81-9 REGISTRY 

ED Entered STN: 2 3 Aug 2 004 

CN Phenol, 5- [ (5S) -5-ethyl-7 , 8-dimethoxy-4-methyl-5H-2 , 3 -benzodiazepine 1-yl] 

2-methoxy- (CA INDEX NAME) 
OTHER NAMES: 

CN (S) -1- (3-Hydroxy-4-methoxyphenyl) -4 -methyl- 5 -ethyl- 7 , 8-dimethoxy-5H-2 , 3- 

benzodiazepine 
FS STEREOSEARCH 
MF C21 H24 N2 04 
SR CA 

LC STN Files: CA, CAPLUS, TOXCENTER, USPATFULL 



Absolute stereochemistry. 
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Me. 
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OMe 




OMe 



OH 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



3 REFERENCES IN FILE CA (1907 TO DATE) 

3 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> FIL CAPLUS 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
9 .30 



TOTAL 
SESSION 
9 . 51 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 17:15:39 ON 12 DEC 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 12 Dec 2007 VOL 147 ISS 25 
FILE LAST UPDATED: 11 Dec 2007 (20071211/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www . cas . org/inf opol icy . html 



=> d 14 bib ab 1-3 

L4 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2007 ACS on STN 

AN 2004:1080692 CAPLUS 

DN 142:56375 

TI Modulation of dopamine responses with substituted (S )- 2 , 3 -benzodiazepines 

IN Leventer, Steven M. ; Harris, Herbert W.; Kucharik, Robert F. 

PA USA 

SO U.S. Pat. Appl. Publ., 3 3 pp. 



= > s 
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CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 2004254173 Al 20041216 US 2003-461290 20030613 

PRAI US 2003-461290 20030613 
OS MAR PAT 142:56375 

AB There is provided a method of modulating dopamine responses in the* central 
nervous system of an individual or a method of treating a 

dopamine-mediated disorder in an individual not suffering from seizures or 
convulsions which comprises administering to the individual an effective 
amount of at least one compound of formula (I) [Rl = CI -7 hydrocarbyl or C2-6 
heteroalkyl; R2 = H, CI -7 hydrocarbyl; wherein Rl and R2 may combine to 
form a carbocyclic or heterocyclic 5- or 6-membered ring; R3 , R4 , R5 , R6 = 
OH, CI -7 hydrocarbyl, CF3 , CI -7 hydrocarbyloxy , acyloxy, NH2 , 
-NH(Cl-6alkyl) , -N(Cl-6 alkyl)2 / -NH-acyl, halogen; wherein R5 and R6 may 
combine to form a 5-, 6- or 7-membered heterocyclic ring] or 
pharmaceutical^ acceptable salts thereof or said compound comprising an 
(S) -enantiomer substantially free of the (R) -enantiomer of the same compound 
The above dopamine-mediated disorder comprises a neurol . disorder or a 
neuropsychiatric disorder. The neurol. disorder includes Huntington's 
chorea, Parkinson's disease, periodic limb movement syndrome, restless leg 
syndrome, hyperkinesias, Tourette ' s syndrome, Pick's disease, punch drunk 
syndrome, progressive subnuclear palsy, multiple systems atrophy, 
Landau- Kief f ner syndrome, benign essential blepharospasm, amyotrophic 
lateral sclerosis, medication- induced movement disorders, and cognitive 
disorders. The neuropsychiatric disorder includes psychosis, personality 
disorders, psychiatric mood disorders, conduct and impulse disorders, 
schizophrenia, bipolar disorders, dysphoric mania, anxiety disorders, 
depression, panic disorders, agoraphobia, obsessive-compulsive disorders 
and eating' disorders . Thus, 4.41 g (10 mmol) 1- ( 3 , 4 -dimethoxyphenyl )- 3 - 
methyl-4 -ethyl- 6 , 7 -dimethoxyisobenzopyrilium chloride hydrochloride was 
dissolved in methanol (35 mL) at a temperature of 40°. After cooling to 
20-25°, hydrazine hydrate (0.75 g, 15 mmol, dissolved in 5 mL 
methanol) was added and the resulting mixture was allowed to react while 
monitoring the reaction by HPLC and when complete, was evaporated to dryness. 
The residue was triturated with cold water (3 mL) , filtered and dried to 
yield the crude 1 -( 3 , 4 -dimethoxyphenyl )- 4 -methyl- 5- ethyl- 7 -hydroxy- 8 - 
methoxy-5H-2 , 3 -benzodiazepine (racemic tofisopam) which was subsequently 
triturated with hot EtOAc to yield the pure product. Racemic tofisopam 
was resolved by a Chirobiotic V column (ASTEAC, Whippany, N.J.) to give 
(R) -tofisopam and ( S) - tofisopam . (R) -tofisopam did not affect 
apomorphine- induced hypothermia in mice. Racemic tofisopam at 64 mg/kg 
tended to behave as a weak dopamine antagonist, i.e., lowering the rectal 
temperature at the thirty and sixty minute time points. However this trend was 
not statistically significant. (S) -tofisopam behaved as a weak dopamine 
antagonist at the 16 mg/kg dose at sixty minutes after apomorphine 
administration, i.e., showing a slight but statistically significant 
elevation in temperature At the higher doses, (S) -tofisopam demonstrated 
dopamine antagonism at both the thirty minute and sixty minute time 
points, i.e., lowering the rectal temperature at both time points. 

L4 ANSWER 2 OF 3 CAPLUS COPYRIGHT 2 0 07 ACS on STN 
AN 2004:995773 CAPLUS 
DN 141:410971- 

TI A preparation of 2 , 3 -benzodiazepine derivatives, useful as antipyretic 
agents 

IN Harris, Herbert W. ; Kucharik, Robert F. 
PA Vela Pharmaceuticals, Inc., USA 

SO U.S. Pat. Appl. Publ., 23 pp., Cont . - in-part of U.S. Ser. No. 369,823. 
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OS MARPAT 141:410971 

AB The invention relates to a preparation of 2 , 3 -benzodiazepine derivs . of formula 
I [wherein: Rl is hydrocarbyl or heteroalkyl; R2 is H or hydrocarbyl; Rl 
and R2 may combine to form a { carbo/hetero) cyclic ring; R3 and R4 are 
independently selected from OH, SH, N02 , halogen, or S-alkyl, etc.; R5 is 
substituted phenyl], useful as antipyretic agents. For instance, 
(S) -2 , 3 -benzodiazepine derivative II was prepared via heterocyclization of 
diketone III with hydrazine and subsequent resolution The prepared title 
compds. were tested in stress- induced hypothermia assay. (S) -enantiomer 
of tofisopam showed higher activity than the racemate or the 
(R) -enantiomer [dose: 64 mg/kg, ( S )- tofisopam : 33 °C, 
(R) -tofisopam: 35.25 °C, racemate: 33.75 °C] . 
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TI Pharmaceutical composition of 1- (3 -hydroxy-4 -methoxyphenyl) -4-methyl-5- 

ethyl-7, 8 -dimethoxy- 5H-2 , 3 -benzodiazepine and uses thereof 
IN Harris, Herbert W. ; Leventer, Steven M. ; Kucharik, Robert F. 
PA Vela Pharmaceuticals, Inc., USA 
SO U.S. Pat. Appl. Publ., 19 pp. 
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AB Pharmaceutical compns . comprise 1- (3 -hydroxy-4 -methoxyphenyl) -4-methyl-5- 
ethyl- 7 , 8-dimethoxy- 5H-2 , 3 -benzodiazepine, or a pharmaceutically 
acceptable salt thereof. The compns. are used for treating, preventing or 
delaying the onset of disorders mediated by LTB4 or TXA2 . 



=> file medicine 

FILE 'DRUGMONOG' ACCESS NOT AUTHORIZED 



COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
9. 90 



TOTAL 
SESSION 
19.41 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
-2.34 



TOTAL 
SESSION 
-2 . 34 



CA SUBSCRIBER PRICE 



FILE 'ADISCTI' ENTERED AT 17:17:33 ON 12 DEC 2007 
COPYRIGHT (C) 2007 Adis Data Information BV 

FILE ' ADISINSIGHT 1 ENTERED AT 17:17:33 ON 12 DEC 2007 
COPYRIGHT (C) 2 007 Adis Data Information BV 

FILE 'ADISNEWS' ENTERED AT 17:17:33 ON 12 DEC 2007 
COPYRIGHT (C) 2007 Adis Data Information BV 

FILE 'BIOSIS' ENTERED AT 17:17:33 ON 12 DEC 2007 
Copyright (c) 2007 The Thomson Corporation 

FILE 1 BIOTECHNO ' ENTERED AT 17:17:33 ON 12 DEC 2007 

COPYRIGHT (C) 2007 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 1 CAPLUS' ENTERED AT 17:17:33 ON 12 DEC 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE ' DDFB 1 ENTERED AT 17:17:33. ON 12 DEC 2007 
COPYRIGHT <C) 2 0 07 THE THOMSON CORPORATION 

FILE ' DDFU ' ACCESS NOT AUTHORIZED 

FILE ' DGENE 1 ENTERED AT 17:17:33 ON 12 DEC 2007 
COPYRIGHT (C) 2 0 07 THE THOMSON CORPORATION 

FILE 'DISSABS' ENTERED AT 17:17:33 ON 12 DEC 2007 

COPYRIGHT (C) 2007 ProQuest Information and Learning Company; All Rights Reserved. 

FILE ' DRUGB ' ENTERED AT 17:17:33 ON 12 DEC 2007 
COPYRIGHT (C) 2 0 07 THE THOMSON CORPORATION 
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TI Modulation of dopamine responses with substituted ( S )- 2 , 3 -benzodiazepines 
IN Leventer, Steven M . ; Harris, Herbert W. ; Kucharik, Robert F. 
PA USA 

SO U.S. Pat. Appl. Publ., 33 pp. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 2004254173 Al 20041216 US 2003-461290 20030613 

PRAI US 2003-461290 20030613 
OS MARPAT 142:56375 

AB There is provided a method of modulating dopamine responses in the central 
nervous system of an individual or a method of treating a 

dopamine-mediated disorder in an individual not suffering from seizures or 
convulsions which comprises administering to the individual an effective 
amount of at least one compound of formula (I) [Rl = CI -7 hydrocarbyl or C2-6 
heteroalkyl; R2 = H, CI -7 hydrocarbyl; wherein Rl and R2 may combine to 
form a carbocyclic or heterocyclic 5- or 6-membered ring; R3 , R4 , R5 , R6 = 
OH , CI - 7 hydrocarbyl , CF3 , CI - 7 hydrocarbyloxy , acyloxy , NH2 , 
-NH (Cl-6alkyl) , -N(Cl-6 alkyl)2, -NH-acyl, halogen; wherein R5 and R6 may 
combine to form a 5-, 6- or 7-membered heterocyclic ring] or 
pharmaceutically acceptable salts thereof or said compound comprising an 
(S) -enantiomer substantially free of the (R) - enantiomer of the same compound 
The above dopamine-mediated disorder comprises a neurol . disorder or a 
neuropsychiatric disorder. The neurol. disorder includes Huntington's 
chorea, Parkinson' s disease, periodic limb movement syndrome, restless leg 
syndrome, hyperkinesias , Tourette ' s syndrome, Pick's disease, punch drunk 
syndrome , progressive subnuclear palsy, multiple systems atrophy, 
Landau-Kief f ner syndrome, benign essential blepharospasm, amyotrophic 



lateral sclerosis, medication- induced movement disorders, and cognitive 
disorders. The neuropsychiatric disorder includes psychosis, personality 
disorders, psychiatric mood disorders, conduct and impulse disorders, 
schizophrenia, bipolar disorders, dysphoric mania, anxiety disorders, 
depression, panic disorders, agoraphobia, obsessive- compulsive disorders 
and eating disorders. Thus, 4.41 g (10 mmol) 1- ( 3 , 4 -dimethoxyphenyl ) - 3 - 
methyl -4 -ethyl- 6, 7 -dimethoxyisobenzopyrilium chloride hydrochloride was 
dissolved in methanol (35 mL) at a temperature of 40°. After cooling to 
20-25°, hydrazine hydrate (0.75 g, 15 mmol, dissolved in 5 mL 
methanol) was added and the resulting mixture was allowed to react while 
monitoring the reaction by HPLC and when complete, was evaporated to dryness. 
The residue was triturated with cold water (3 mL) , filtered and dried to 
yield the crude 1- ( 3 , 4 -dimethoxyphenyl ) -4 -methyl- 5 -ethyl- 7 -hydroxy- 8 - 
methoxy-5H-2 , 3 -benzodiazepine (racemic tofisopam) which was subsequently 
triturated with hot EtOAc to yield the pure product. Racemic tofisopam 
was resolved by a Chirobiotic V column (ASTEAC, whippany, N.J.) to give 
(R) -tofisopam and (S) -tofisopam. (R) - tofisopam did not affect 
apomorphine- induced hypothermia in mice. Racemic tofisopam at 64 mg/kg 
tended to behave as a weak dopamine antagonist, i.e., lowering the rectal 
temperature at the thirty and sixty minute time points. However this trend was 
not statistically significant. (S) -tofisopam behaved as a weak dopamine 
antagonist at the 16 mg/kg dose at sixty minutes after apomorphine 
administration, i.e., showing a slight but statistically significant 
elevation in temperature At the higher doses, (S) - tofisopam demonstrated 
dopamine antagonism at both the thirty minute and sixty minute time 
points, i.e., lowering the rectal temperature at both time points. 

L5 ANSWER 2 OF 7 CAPLUS COPYRIGHT 2 0 07 ACS on STN 
AN 2004:995773 CAPLUS 
DN 141:410971 

TI A preparation of 2 , 3 -benzodiazepine derivatives, useful as antipyretic 
agents 

IN Harris, Herbert W . ; Kucharik, Robert F. 
PA Vela Pharmaceuticals, Inc., USA 

SO U.S. Pat. Appl. Publ., 23 pp., Cont . - in-part of U.S. Ser. No. 369,823. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 3 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI US 2004229866 Al 20041118 US 2004-781422 20040217 
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PRAI US 2003-369823 A2 20030219 

US 2004-781422 . A2 20040217 
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AB The invention relates to a preparation of 2 , 3 -benzodiazepine derivs . of formula 
I [wherein: Rl is hydrocarbyl or heteroalkyl ; R2 is H or hydrocarbyl ; Rl 
and R2 may combine to form a ( carbo/hetero) cyclic ring; R3 and R4 are 
independently selected from OH, SH, N02 , halogen, or S-alkyl, etc.; R5 is 
substituted phenyl], useful as antipyretic agents. For instance, 

(S) -2 , 3 -benzodiazepine derivative II was prepared via heterocyclization of 
diketone III with hydrazine and subsequent resolution The prepared title 
compds. were tested in stress- induced hypothermia assay. (S) -enantiomer 
of tofisopam showed higher activity than the racemate or the 

(R) -enantiomer [dose: 64 mg/kg, ( S) - tofisopam : 33 °C, 

(R) -tofisopam: 35.25 °C, racemate: 33.75 °C] . 
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Pharmaceutical compns . comprise 1- ( 3 -hydroxy-4 -methoxyphenyl ) -4 -methyl - 5 - 
ethyl-7 , 8-dimethoxy-5H-2 , 3 -benzodiazepine , or a pharmaceutically 
acceptable salt thereof. The compns. are used for treating, preventing or 
delaying the onset of disorders mediated by LTB4 or TXA2 . 
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DT Patent 
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AB Pharmaceutical compns. comprise 1- ( 3 -hydroxy-4 -methoxyphenyl) -4 -methyl - 5 - 
ethyl-7, 8-dimethoxy-5H-2 , 3 -benzodiazepine , or a pharmaceutically 
acceptable salt thereof. The compns. are used for treating, preventing or 
delaying the onset of disorders mediated by LTB4 or TXA2 . 
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DT Utility 

FS APPLICATION 
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CLMN Number of Claims: 34 
ECL Exemplary Claim: 1 
DRWN 11 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Compounds according to formula I: ##STR1## 

wherein R.sup.l, R.sup.2, R.sup.3, R.sup.4, R.sup.5 and R.sup.6 are as 
defined herein, and wherein the compound comprises the (S) -enantiomer, 
administered for modulation of dopamine responses and treatment of 
dopamine-mediated disorders. 
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DRWN 2 Drawing Page(s) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB ##STR1## 

An (S) -2 , 3 -benzodiazepine of Formula I, substantially isolated from the 
corresponding (R) -enantiomer thereof, is administered to lower the body 
temperature of an individual . 
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treating, preventing or delaying the onset of disorders mediated by 
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